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Immune factors may be important in the genesis of Alzheimer's 
Disease (AD). The extra neuronal manifestation of the disease 
including those of the immune system raises the possibility that AD 
is a systemic disease affecting many body organs but clinical effects 
confined primarily to the brain. Accumulating immunological data 
supports the hypothesis that faulty immune regulation and/or 
autoimmunity may be a viable mechanism of pathogenesis of the 
disease. 

Immune studies have shown abnormalities of both cellular and 
humoral immune responses in several AD patients. These include 
alterations of serum immunoglobulins especially the increase of 
IgG3, suppressed lymphocyte proliferative responses to mitogenic 
stimulauon, reduced activity of CD8 + suppressor T lymphocytes, 
increased incidence of autoantibodies to brain antigens, and brain 
localization of leucocyte antigens and complement proteins. 

More recently, we have found enhanced expression of S100 
protein in patient blood lymphpocytes and autoantibodies to this 
antigen in the plasma; S100 is an astrocyte-derived protein in the 
brain. The peripheral blood immunocytes from AD patients also 
displayed increased production of cytokines such as interleukin-1, 
interleukin-2 and interleukin-6. When compared to control sera, the 
patient sera showed higher antibody-dependent cell-cytotoxicity 
(ADCC) that was sensitive to complement treatment 

Additionally, we found that AD patients have significantly 
higher plasma levels of soluble CD8 (sCD8) and soluble 
intercellular adhesion molecule-1 (sICAM-1). The increase of sCD8 
is a reflection of activation of CD8 + cytotoxic/suppressor T cells 
whereas the increase of sICAM is an indicator of an immune- 
mediated inflammatory response. On the basis of our preliminary 
findings, we suggest that the activation of immunosuppressive 
pathways may explain mechanisms underlying immune 
dysregulation and inflammation in AD. 
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